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CONFIDENTIAL TREATMENT REQUESTED

April 12, 2004

Carboplatin
Dear Mr. Clark:

Pursuant to Section XII, subsection (2) of the Decision and Order dated
April 14, 2003 and 16 C.F.R. § 1.2, Bristol-Myers Squibb Company (“BMS”") submits
the enclosed agreement for the FTC’s review. BMS requests that the FTC issue an
advisory opinion finding that the agreement does not raise issues under Section 5 of the
Federal Trade Commission Act.

The agreement, between BMS and Teva Pharmaceuticals USA, Inc.
(“Teva”) will resolve an ANDA patent litigation concerning the drug Carboplatin and
U.S. Patent No. 4,657,927 (the “’927 patent™). BMS and Research Corporation
Technologies (“RCT”) prevailed in the district court, where infringement and
enforceability were conceded, and summary judgment of no invalidity was entered. The
Federal Circuit, in a 2-1 decision, vacated that judgment and directed that the case be
remanded to the district court for further proceedings. BMS and RCT filed a motion for
rehearing en banc, and the Federal Circuit is not expected to rule on that motion. The
’927 patent is due to expire on April 14, 2004. However, BMS has filed with the FDA
for pediatric exclusivity, based on having conducted a pediatric clinical trial, as requested
by the FDA. If granted by the FDA, the pediatric exclusivity would result in a further six
months of exclusivity for BMS.

BMS and Teva have agreed, subject to regulatory review, to settle their

dispute on the terms set forth in the enclosed agreement. In substance, the agreement
provides that the litigation will be dismissed and, if regulatory approval is granted, Teva
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will distribute an unbranded, generic version of BMS’s product as of June 24, 2004, well
before the six-month pediatric exclusivity would expire.

We respectfully submit that this agreement is both pro-competitive and
fully consistent with the spirit of Section XII of the Decision and Order. We therefore
request a favorable determination from the FTC.

To aid the FTC’s evaluation of this request, I am enclosing the following
materials: :

1. U.S. Patent No. 4,657,927,;

2. Memorandum Opinion and Order, Bristol-Myers Squibb Company
and Research Corporation Technologies, Inc. v. Pharmachemie
B.V., C.A. No. 01-3751 (MLC) (D.N.J. July 29, 2002);

3. Final Judgment, Bristol-Myers Squibb Company and Research

Corporation Technologies, Inc. v. Pharmachemie B.V., C.A. No.
01-3751 MLC). (D.N.J. Oct. 22, 2002);‘ T

4. Decision, Bristol-Myers Squibb Company and Research

Corporation Technologies. Inc. v. Pharmachemie B.V., Appeal No.
03-1077 (Fed. Cir. Mar. 17, 2004);

5. Carboplatin for Injection Distribution Agreement (April 8, 2004);
and '

6. Letter from Robert L. Baechtold to Clerk of U.S. Court of Appeals
for the Federal Circuit (April 8, 2004).

As time is of the essence, we respectfully request expedited treatment of
this request. The FTC’s response is requested as soon as possible and before June 10,
2004. Due to the time-sensitive nature of this agreement, its implementation will not be
possible without such expedited review.

Confidential treatment of this letter and the enclosed materials is
respectfully requested.
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If you have any questions, please do not hesitate to call me at the number

above.
Thank you in advance for your consideration and assistance.

R&spectfuliy,
Richard J. Stark

Donald Clark, Secretary

Federal Trade Commission
6" Street and Pennsylvania Avenue, N.W.
Washington, DC 20580
Encls.
BY FEDERAL EXPRESS

Copy w/ Encls. to:

Anne Schenof, Esq.
Bureau of Competition
Federal Trade Commission
601 New Jersey Avenue, N.-W.
Washington, DC 20580

BY FEDERAL EXPRESS
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1
MALONATO PLATINUM COMPOUNDS
This is a Divisional, of Application Ser. No. 902,706,
filed May 4, 1978, abandoned.
BACKGROUND OF THE INVENTION

‘The present invention relates to novel malonato plati-
num coordination compounds and to their use in cancer
chemotherapy.

SUMMARY OF THE INVENTION
The invention provides platinum coordination com-
pounds having the formula:
[PI(IDA(OOC);—CRRy}
or

cis or trans[PtIV)A{OOC)—CRR)yLz]}

wherein:
x=lor2;
y=1lor2:
z=0, 1 or 2, provided that when.y=2, z=0and when
y=1, z is greater than 0;

- Rand R; are selected from the group consisting of H,

Jower alkyl, aryl, aralkyl, alkenyl, cycloalkyl, cy-

cloalkenyl, alkoxy, OH, or are combined with the

carbon atomto form a cycloalkyl or cycloalkenyl
group, and substitited derivatives thereof;

when x=1, A is HR;N—CHR 3—CHR4s—NR;sH and

when x=2, A is HoNR¢ a heterocyclic amine or an
amino acid, wherein Ra, R3, Rsand Rsare the same
or different and are selected from the group con-
sisting of H, CH3, CoHs, hydroxy and lower alkoxy
provided that Rz and R5 may also be aryl or aral-
kyl, and each Rs is the same or different and is
selected from the group consisting of H, lower
atkyl, aryl, aralkyl hydroxy lower alkyl, hydroxyl
and alkoxyl amines, alkoxylalkylamines wherein all
of said alkyl groups are lower alkyls and heterocy-
clic substituents including said N as a ring member;
when z=1, L is a bidentate anionic ligand, and
when z=2, L is a monodentate anionic ligand.

The invention also relates to a composition- and
method for treating malignant tumors sensitive to a
planar dsp? platinum(IT) coordination compound or an
octahedral d%sp’ platinom(IV) coordination compound
in animals comprising parenterally administering to an
animal affected with such a malignant tumor a solution
containing a platinum coordination compound as de-

fined hereinabove in an amount sufficient to cause re-.

gression of the tumor.

DETAILED DESCRIPTION OF THE
INVENTION

Platinum coordination compounds and methods for
their production are described by J. C. Bailar, Jr., The
Chemistry of the Coordination Compounds, Remhold
Publishing Corp., N.Y., 1956, Chap. 2; J. Lewis et al,
Modern Coordination Chemistry: Principles and Methods,
Interscience Publishers, Inc., N.Y., 1960 and Kauffman
Inorganic Synthesis, 7, McGraw-Hill Book Co., Inc.,
N.Y,, 1963.

Platinum(Il) forms dsp? coordination compounds
which have a square planar arrangement in space. Plati-

10
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num(IV) forms d2sp? coordination compounds which
have an octahedral arrangement in space.

The coordination compounds of the invention in-
clude the cis and trans isomers of platinum(I¥) and plati-
oum(IV) which contain the bidentate malonato ligand
which may be substituted or unsubstituted. The
malonato ligand may contain substituents selected from
the group consisting of lower alkyl, (e.g., methyl, ethyl,
n-propyl, isopropyl, n-butyl, etc.); aryl, (e.g., phenyl;
lower alkyl-, lower alkenyl-, halo-, nitro-, lower alkoxy-
substituted phenyl and naphthyl); aralykyl, (e.g., phe-
aylmethyl(benzyl), 2-(1-naphthyl)methyl); alkenyl,
(e.g., 4-amino-I-butene, allyl); cycloalkyl, (e.g., cyclo-
propyl, cyclohexyl, etc.); cycloalkenyl, (e.g., 2-cyclo-
penten-1-yl, 2-cyclohexen-1-yl); alkoxy, (e.g., methoxy,

. ethoxy, etc.), and hydroxy. Also suitable are the 1,1-
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cycloalkylenedicarboxylic acids, (e.g., 1,1-cyclo-
propanedicarboxylic acid, 1,1-cyclobutanedicarboxylic
acid, etc.) and the 1,1-cycloalkenyldicarboxylic acids,
(eg, l1l-cyclopropenedicarboxylic acid, 1,1-
cyclobutenedicarboxylic acid, etc.) :

The coordination compounds of the invention also
contain two monodentate ammonia or primary or heter-
ocyclic amine ligands, i.e., when x in the above formula
is 2 or one bidentate amine liquid, i.e., when x is 1L

Suitable monodentate amine ligands include lower
alkyl amiries, (e.g., methyl-, ethyl- , 1-propyl-, isopropyl-
, n-butyl-amines, etc.), aryl amines, (e.g., aniling), aral-
kyl amines, (e.g., benzylamine), hydroxy lower alkyl
amines, (e.g., ethanolamine, propanolamine, etc), hy-
droxylamine, lower alkoxyl amines (e.g., methoxyla-
mine, etc.), alkoxyalkylamines (e.g., methoxymethyla-
mine, etc.), and heterocyclic amines (e.g., pyridine and
aziridine). Also included are the amino acids, ie.,
R7—CHNH;—-COOH ' wherein R7 is H, lower alkyl
(e.g., methyl, isopropyl}, etc.), hydroxy lower alkyl (e.g.,
hydroxymethyl, hydroxyethyl, etc.), aralkyl (e.g., ben-
zyl, etc.).

It is to be understood that the coordination com-
pounds of the invention may include two identical or
different monodentate ligands.

Suitable bidentate amine ligands include the substi-

tuted and unsubstituted. primary and secondary

ethylenediamines. One or both of the carbon atoms of
the ethylenediamine may contain substituents such as
lower alkyl (e.g., methyl, ethyl), hydroxy, alkoxy (¢.g.,
methoxy, ethoxy, etc). Secondary ethylenediamines
wherein one or more of the amine groups contains sub-
stituents such as listed above for the carbon atoms of the
primary amine and aryl (e.g., phenyl) and aralkyl (, e.g.
benzyl) may also be utilized.

The Pt(I) coordination compounds specified herein
do not exist as geometrical isomers; however, the
Pi(IV) compounds exist as cis and trans isomers. It is to
be farther understood that the invention is inclusive of
the cis and trans isomers. °

The Pt(IV) coordination oompounds may also con-
tain two monodentate or one bidentate anionic ligand
where only one malonato ligand is present, i.e., where
y=1 in the above formula.

Suitable monodentate anionic ligands include chlo-
ride, bromide, iodide, nitrite, hydroxide, nitrate, sulfa-
mate, etc. Among the bidentate anionic ligands which
may be present are oxalate, pyrophosphate, dithioxa-
late,

It is to be understood that the invention includes
those coordination compounds containing mixed mono-
dentate anionic ligands.
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The preferred compounds are those wherein R and
R; in the above formula are H, methyl or ethyl, ie.,
malonatoplatinum, methylmalonatoplatinum and ethyl-
malonatoplatinum coordination compounds. The most
preferred Pt(II) compounds are those malonato-
platinum(II) compounds of the above formula wherein
x=1 and Ry, R3, R4and Rsare each H, i.e., malonatoe-
thylenediamine  platinum(XI),  methylmalonatoe-
thylenediamineplatinum(Il) and  ethylmalonatoe-
thylenediamineplatinum(II); and wherein x=2 and each
Rg is H, ie., malonatodiammineplatinum(il), methyl-
malonatodiammminepltinum(II) and ethyl-
malonatodiammineplatinum(II).

The preferred Pi(IV) compounds are those wherein
x=2, each Rgis H and y=2, i.e., bismalonato (or bisme-
thylmalonato or bisethylmalorato) diammine platinum-

The coordination compounds of the invention may be
prepared by one of a variety of well-known methods. A
general method of preparation of the Pt(Il) coordina-
tion compounds is as follows: Starting compounds hav-
ing the formula cis-[Pt a(Hal);] wherein Hal is I, Cl or

. Br and A is one bidentate or two monodentate amine
ligands (prepared by the method of S. C. Dhara, Indian
1. Chen., Vol. 8, p. 193 (1970)) are reacted with silver
nitrate to form the diaquo complex. The latter is then
reacted with the malenate jon to form the coordination
compounds " of the invention. This method is repre-
sented by the following reaction scheme:

cis{Pt ACl2}+2AgNO3-+-2H0)—cis-{Pt
A(H20),I(NO3)2-+2AgCL

cis-{Pt A(H20R](NO3)2-+ H2C—(COO)R— [Pt
A(0OC)—CHa}+2NO3 ™ +-2H,0

wherein A is one bidentate amine ligand or two mono-
dentate amine ligands.

The following non-limiting examples are illustrative
of the methods for preparing the compounds of the
invention.

EXAMPLE 1
Malonatodiammineplatinum(I)

[PUNH)2(C3H204)]
Reactions:

[PUNH3),Cla] -+ 24gNO; + 2H;0) —2>> '

[PI(NH3),(H30)3](NO3) + 2AgCl

[PNH3)2(H20):1(NO3); + C3H2042= ——> "

[PtNH3)2(C3H204)] + 2NO3~ + 2H0.

Silver nitrate (22.55 g—slightly less than the stoichio-
meiric amount in order to avoid silver.contamination)
was dissolved in water (50 ml) and added to
[Pt(NH3)2Cl2] (20 g) in a 250 ml conical flask. The
contents were warmed (60° C.) on a hot plate with rapid
stirring until the silver chloride precipitation was com-
plete and the mother liquor was almost colorless. The
silver chloride was filtered off using a fine pore sintered
glass filter and the precipitate was washed several times
with hot water to give a total filtrate volume of 100-200
ml.
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Malonic acid (13 g—a twofold excess) was dissolved
in water (30 mI) and neutralized with a solution of KOH
(~13 g in 30 ml) to pH 5-6. The resulting potassium
malonate solution was added to the platinum containing
filtrate and the mixture was carefully warmed (to avoid
“bumping™) on the hot plate until white crystals of the
product started to form in great quantity. The mixture
was then cooled to room temperature and the product
filtered off. The filtrate was reheated for 5-10 minutes
and cooled to 0° C. to collect a further crop. The crude
yield at this stage was 20.5 g (93%).

The product was recrystallized by dissolving in boil-
ing or near boiling water. The above yield (20.5 g)
reguired about 3 liters of boiling water for complete
dissolution. Malonic acid 1 g/L was dissolved in the
water 10 suppress any hydrolysis®. The filtered solution
was cooled to 0° C. to give white fluffy needles (18.25

—83%).
El.l.\'./v.'la?nmztml and conductivity studies have shown that hydrolysis

is nepligible. .

The crystals decompose between 185°-190°. The
structure of the product was verified cid an ir. spec-
trum. Solubility of the product is low in cold water, i.c.,

20 mg/100 mis at 20° C. and

43 mg/100 mis at 37° C,, but
higher in near boiling water (90°~100° C.)~0.65 g/100
" The empirical composition was verified by elemental
analysis:

Malonatodiammineplatinum{@D[PtNH2)2(C3H;04)]
Calculated for C3HgN204Pt.C: 10.88; H: 2.43; N: 8.46:
Pt 58.9. Found C: 10.67; H: 2.35; Ni: 8,54; Pt 58.7.

EXAMPLE 2

[Prien)(CeHsOlen = HaN(CH2NH;
CiHi08~ = 02CCH(CH3)COZ-)

Silver nitrate (3.64 g) was dissolved in 20 ml of water
and added to [Pt(NH2)2(CH2):2CL2] (3.5 g) suspended in
water (30 ml) in a conical flask. The mixture was stirred
on a warm hot plate for 5-10 minutes until all the yel-
low platinum complex had dissolved to give a yellow
liquor plus a copious white silver chloride precipitate.
The mixture was filtered through a fine pore filter and
the precipitate washed twice with small volumes of hot
water. The clear filirate plus washings was added to an
aqueous solution of methylmalonic acid (2 g in 20 mls)
which had been adjusted to pH 5-6. The mixture was
heated to about 80° C. for five minutes and then cooled
to 0° C. The shiny white crystals which formed were
filtered and washed with cold water and acetone (Yield
2.65 g). The mother liquor plus aqueous washings was
reduced to about half its original volume (~30 mls) to
yield & second crop on cooling to 0° C. (Yield 0.85 g).
Total Crude yield was 3.50 gms (88%). The complex
was recrystallized from a minimam volume of boiling
water (around 250 mls) with filtration through a fine
pore filter prior to cooling to 0° C. Yield of shiny white
leaflets 2.96 g (74%5).

Calculated for CsHj2N204Pt: C: 19.41 H3.26 N: 7.55.
Found C: 19.11 H 3.61 N: 7.89.
A second crop (0.33 g—8%) was obtained by reducing
the bulk of the mother liquor.

EXAMPLE 3

trans-JPt JV(NH 3)2(mal);]
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Silver nitrate (5.45 g) was dissolved in water (30 ml)
and added to trans [Pt(NH;3)2Cls] (3 g) suspended in
water (30 mls) containing' concentrated nitric acid (3

- ml). The contents were warmed on a hot plate (70°-80°

C.) and stirred for at least one hour. The mixture was
filtered through a fine pore sintered glnss filter to re-
move the silver chloride. The precipitate was washed
twice with a small volume of hot water. The clear fil-
trate plus washings was tested with a drop of b IM KCl
solutions to determine if excess silver chloride was pres-
ent. (If the test is positive, sufficient KCl is added  drop-
wise to the bulk solution until no silver chloride is pre-
cipitated.) The solution was refiltered and the filtrate
reduced to 20-30 mls in volume and cooled to 0° C. to

yicld plate yellow crystals (presumably tirans

6
of solvent, a fine dispersion was prepared of the dose
needed for the test. Thus, some of our test results were
obtained on animals where a slurry of the compound
was injected. These are so noted in Table I below. In
addition, for some of the compounds, there was injected
about 1 ml of solutxon. either in one single injection, or
in 2 injections given a few hours apart of 3 ml each.

~ These injections were initially given in 4 different dose

10

15

(Pt(Nﬂs)z(NOJ)d) These were washed with a little -

cold water and then acetone (Y' eld 1.8 g). A portion of
this yield (1 g) was dissplved in a minimum of hot water
to which sodium nitrate (0.2 g) had been added. This
solution was filtered into an aqueous solution of malonic
acid (0.5 g—a slight excess) which had been adjusted to
pH 5-6 with sodium hydroxide. White nucro-crystals of
the complex quickly form on cooling. These were fil-
tered off and washed with cold water and acetone.
(Yield 0.7 g—30—40%)

Calculated for C¢H1gN20gPt C: 16.63 H 2 33N: 6.47.

Found C: 1660H264N 6.80.
GENERAL STRUCTURE CONFORMATION

‘The malonate group is shown to be coordinated to
the platinum by the observed change in the electronic
spectra on going from the aquo to the malonate species.

.'Thus, structures such as [Pt(NH3)2(H20)2)2(H2C304))
are ruled out confirming the anslytical data. Similarly,
zero-time conductivity measurements support a nevtral
compound. The i.r. spectra show the presence of coor-
dinated carboxyl groups (1600-1650 cm and 1400
cm—{) with no CO;H groups (which would show at
1700-1750 cm). Finally the carboxyl group vibrations

20
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are compatible with a chelated structure as compared to 40

oxelate complexes of known structures.

The compounds of the invention were tested for
antitumor activity, i.e., for sensitivity to a planar dsp?
platinam(II) coordination compound or an octahedral

d%p3 platinum(IV) coordination compound using our 45

standard screening tumor, solid sarcoma 180 tumor in
female Swiss white mice, following standard protocols
for this testing as set by the National Cancer Institute.
(Cancer Chemotherapy Rep., 25 (1962)).

For these tests an S 180 tumor taken from a sacrificed
mouse was disected free of superfluous tissue and cat
under sterile conditions into approximately 10 milli-
gram size pieces. These tissue pieces were then im-
planted by trocar in the left axillary region, subcuotane-
ously, in new mice. The mice were, on the average,
approximately four weeks old and weighed 18-20
grams. Taking day 0as the day of implant, the animals
were sacrificed on day 10. The tamors were excised and
weighed and the ratio of the weights of the tumors in

50

3

mice in the treated animals to the control set of animals 60

was obtained. This ratio, multiplied by 100, is given as
the T/C ratio in Table L

For the first set of tests the coordination compound

-was freshly dissolved in sterile distilled water and in-

jected intraperitoneally on day 1 itito each of the test 65

mice. The volume of the injection was usually # ml. In
some cases, in order to get an active dose into the ani-
mal where the chemical was not soluble in this amount

levels for each new compound with 6 mice in each dose
level. The tests covered-a dose range from a low inef-
fective dose, to an upper dose level which produced

-some deaths within the time period of the experiment.

The results are set forth in Table I.

TABLE I

Tests of Antitumor Activity (for sensitivity to a planar dsp? platinum
(IN) coordination compound or an octahedral d“sp? platinum (IV)
coordination compound) of Malonato and Substituted Malonato
Coordination Complexes of Platinum.
Tumor-Sarcoma 180  Animal-Female Swiss white mice

Single injections on days noted, intraperitoneally
Coordination Day of No. of
Complex Injection Dose Level T/C Deaths
Malonatodi- 1 10 mg/kg 76 0
ammineplatinom (IT) 15 mg/kg 38 0
(slurry in H20) 20 mg/kg 64 0.

25 mg/kg 31 0

30 mg/kg 7 1/6

O mghkg — 6/6

50 mg/kg 1 5/6

mg/kg  — 6/6

(solation in H20) Daily for 4 mg/kg 54 0
days 1-10 S mp/kg 56 0

6 mg/kg 23 0

7 mg/kg 12 0

Methylmelonato- 1 30 mg/kg 39 0
diammincplatinum (1I) mg/kg 26 0
(Solution in H20) 50 mg/kg 35 0
60 mg/kg 6 0

70 mp/kg 124 3/6

80 mg/kg — 6/6

malonatoethylene- 1 60 80 0
diamineplatinum (1Y) 80 138 0
100 85 0

120 50 0

ethylmalonato- 1 40 n 0
ethylenediamineplatinum 60 81 0
am 80 % 0

90 47 0 .

100 55 1

110 41 0

120 58 0

malonato-1,2 1 45 50 [
propylencdiamine- 60 9 1
platinum (W) 75 16 3
90 _ 5

malonato-1,3 1 20 69 0
propylenediamine- 40 79 0
platinum (1) 60 21 0
: 80 T35 1
methylmalonato- 1 0 mg/kg 78 1]
cthylenediamineplatinum 40 mg/kg 80 0
(D) (soluticon in H20) 50 mg/kg S 0
60 mg/kg 26 0

70 mg/kg 20 1

90 mg/kg 4 1

ethylmalonato- 1 30 mg/kg 57 0
dismmineplatinum (IT) O mgkg 4B 0
{solution in H20) 50 mg/kg 47 0
60 mg/kg 39 0

70 mg/kg 17 0

80 mg/kg 16 0

malonatoethylene- 1 10 mg/kg 88 0
diamineplatinum (FT) 20 mg/kg 58 0
(solution in H0) 40 mg/kg 18 0
45 mg/kg 49 0

50 mg/kg 35 0

55 mg/kg 38 0
60 mgskg 15 3/6
80 mg/kg 24 3/6
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TABLE l-continued

8
TABLE Hl-continued

“Tests of Antitumor Activity (for sensitivity to a gshnnr dsp? platinum
(1) coordination compound or an octahedral dZsp3 platinum (IV)
coordination compound) of Malonato and Substituted Malonato
Coordination Complexes of Platinum.
Tumor-Sarcoms 180  Animal-Female Swiss white mice

Single injections on days noted, intraperitoneally

Coordination Day of No. of
Complex Injection  Dose Level T/C Deaths
L1-cyclobutanedicar- 1 20 mg/kg 71 0
boxylate diammine- 40 mg/kg €0 [}
platinum (II) 60 mg/kg 38 [
80 mp/kg 42 0
100 mg/kg 69 0
120 mg/kg 18 0
160 mg/kg 62 4
malonatobis i 80 mg/kg 58 0
(methylamine) platinum 100 mg/kg 53 [}
a@ 120 mg/kg 28 0
140 mg/kg 25 0
160 mg/kg 17 1
180 mg/kg 19 1

In addition to the day 1 injections described above, in
a number of case injections were delayed until day 8 of
tumor.growth. In these cases the tumor was usually at
least larger than 3 gm, as estimated by palpation. The
animals were then injected and observed for a period of
-approximately 60 days. Activity was measured by the.
number of animals whose tumors had regressed to the
vanishing point, while still allowing the animal to sur-

[
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Confirmatory Tests of Antitumor Activity (for sensitivity to a planar
dsp? platinum (1) coordinstion compound or an octahedsal d%sp?

jatinum (V) coordination und
Dose % Inhibition Deaths
Single injection Day I in Oil, Intraperitoneall
10 ] o
20 25 (]
40 100 0
80 100 []
160 —_ all

Tumor: ADJ/PCSA - Animal - Mouse

Single injection Day 25 in Ini eall
4 1.3 0
20 94 0
100 100 0
500 all

‘Samples of the malonato diammine and malonato
ethylene diamine complexes of platinum(lI) were sub-
mitted to the Drug Research and Development Branch
of the National Cancer Institute for screening for antitu-
mor activity against the L1210 tumor in mice. The re-
sults obtained on this tumor system are shown in Table
IV. They confirm the activity of the compounds of the
invention.

TABLE IV

Confirmatory Tests of Antitumor Activity (for seasitivity to a planar
dsp? platinum (1) coordination compound or an octahedral d%p®

vive for this time period. Such test results are described 30 platinum (IV) coordination compound)
in TABLE 1I below. . at the National Cancer Institute.
Tumor: LI2I0  Animal - Mice
. TABLE I Daily injections Days 1-9, Intraperitoneally
Tests of Large Sarcoma 180 Regressions by Malonato Coordination Coordination
Complexes of Platinum. Complex Dose 9% Increase in Lifespan
Tumor-Ssrcoms 180, Animal-Female Swiss white mice s M " 50 16
Single injections on Day 8 intrapetitoneally in H;O solutions °'°."‘“°]:Ewm a 2 ::% 13;
Coordination Tatal Numbcr ' P 12.5 mg/kg 115
Complex Dose of Regressions Deaths Malonstoethylene- 50 mg/ke 101
malonatodi- 14 mg/kg 2 4 diammineplatinum (II) 25 mg/kg 160
ammineplatinam (II) 16 mg/kg 3 3 125 mg/kg 151
18 ma/kg 4 2 Mnlonatoethylene- 375 mg/kg 121
. 20 mg/kg 5 1 dismmineplatinum (1K) 25 mg/kg 196 .
m.alonatoetlgylcne- 40 mg/kg 3 3 (repeat test) 16.5 mg/kg 160
dismineplatinum (II) 45 me/kg 1 § 11 mg/kg 145
50 mg/kg 2 4
60 mg/ke 3 3 45

The results described in Tables I and II indicate that
the compounds of the invention are very potent antitu-
mor agents against the S 180 tumor in Swiss white mice.

Confirmatory tests of antitumor activity against the
Walker 256 Carcinosarcoma in rats, and the ADJ/P-
C6A tumor in mice were conducted. The initial test
results are shown in Table III and confirm the potent
action of the compounds of the invention against these
other tumor systems.

TABLE III

Confirmatory Tests of Antitumor Activity (for seasitivity to a planar
_ dsp? platinum (Xf) coordination compound or an octahedral dgﬂﬁ
latinnm coordination com
" % Inhibition
Malonatodiammineplatinum (1)
Turmor; Welker 256 Carcinosarcoma - Animal - Rat
Single injection Day 1 in Oil, Intraperitoneally

Dose Deaths

10 mg/kg 100 0
20 mg/kg 100 0
40 mg/kg 100 0
80 mg/kg - 0

Malonatoethylenediammineplatinum (1I)
Tumor: Walker 256 Carcinosarcomsa - Animal - Rat

S0
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The malonatoplatinum coordination compounds of
the invention are preferably dissolved or suspended in
water or other pharmaceutically acceptable carrier
liquids. The parenterally administerable compasition
should preferably contain from about 0.5 mg to about 10
mg per ml, it being understood that the amount may
vary greatly depending upon the particular compound
employed and the animal to be treated.

The platinem coordination compounds of the inven-
tion are preferably administered parenterally to an ani-
mal affected with a malignant tumor sensitive to a pla-
nar dsp? platinom(II) coordination compound or an
octahedral d%sp? platinam(IV) coordination compound.
The duration of treatment and the dose level, of course,

6o will depend in each case upon the size of the host ani-

mal, nature and size of the tumor, etc. Generally, how-
ever, a dose level of from about 20 to about 200 mg/kg
of body weight per day will be sufficient. It is to be
understoad, however, that the platinum coordination
compounds compounded with a suitable pharmaceuti-
cal carrier in the same proportions as recited above may
also be administered orally at the same dosage levels.
We claim:
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1. A method for treating malignant tumors sensitive
to a planar dsp? platinem(II) coordination compound or

an octahedral d%p3 platinom(IV) coordination com- -

pound in animals which comprises parenterally admin-
istering to an animal affected with said malignant tumor
a solution containing in an amount sufficient to cause
regression of the tumor a platinum coordination com-
pound of the formnla:

[Pt ANA(OOC,—CRR{]
or
cis or trans {P(IV)AX{(COC)—CRR});L;]

wherein:

x=lor2;

y=lor2;

2=0, 1 or 2, provided that when y=2, z=0, and
when y=1, z is greater than 0;

R and R are selecied from the group consisting of H,
lower alkyl, aryl, aralkyl, alkenyl, cycloalkyl, cy-
cloalkenyl, alkoxy, OH and combine with the car-
bon atom to form a cycloalkyl or cycloalkenyl
group;

when x=1, A is HRyN—CHR3—CHRs—NRsH and
when x=2, A is Ho0NRg or an amino acid; wherein

" Ra, R3, Ryand Rsare the same or different and are
selected from the group consisting of H, CHj,
CyHs, hydroxy-and lower alkoxy, provided that
R and Rsmay also be aryl or aralky] and each Rg
is the same or different and is selected from the
group consisting of H, lower alkyl, aryl, aralkyl,
hydroxy lower alkyl, hydroxy- and alkoxyl-amines

. and alkoxyl alkyl amines;

when z=1, L is a bidentate anionic ligand, and

when z=2, L is a monodentate anionic ligand.

2. A method for treating malignant tumors sensitive
to a planar dsp? platinum(II) coordination compound or
an octahedral d2sp3 platinum(IV) coordination com-
pound in.animals which comprises orally administering
to an animal affected with said malignant tumor a solu-
tion containing in an amount sufficient to cause regres-
sion of the tumor a platinum coordination compound of
the formula:

[PHIDAL(OOC)—CRR1}
or
cis or trans [PIV)A{(OOC)—CRR )14

wherein:

x=1or2;

y=1or2;

z=0, 1 or 2, provided that when y=2, z=0, and
when y=1, z is greater than 0;

R and R are selected from the group consisting of H,
lower alkyl, aryl, aralkyl, alkenyl, cycloalkyl, cy-
cloalkeny], alkoxy, OH and combine with the car-
bon atom to form a cycloalkyl or cycloalkenyl
group;

when x=1, A is HRN—CHR ;—CHR;—NRsH and
when x=2, A is Ho)NRg or an amino acid; wherein
Ra, R3, Raand Rsare the same or different and are
selected from the group consisting of H, CHj,
C3Hs, hydroxy and lower alkoxy, provided that
Rz and Rsmay also be aryl or aralkyl and each R¢
is the same or different and is selected from the
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10
group consisting of H, lower alkyl, aryl, aralkyl,
hydroxy lower alkyl, hydroxyl- and alkoxy)-
amines and alkoxyl alkyl amins;

when z=1, L is a bidentate anionic ligand, and

when z=2, L is a monodentate anionic ligand.

3. A composition suitable for parenteral administra-
tion to an animal affected with a malignant tamor sensi-
tive to a planar dsp? platinom(II) coordination com-
pound .or an octahedral d%p? platinum(IV) coordina- -
tion compound comprising a pharmaceutically accept-
able carrier and a platinum coordination compound of
the formula:

(PtIDA(OOC);—CRR]

cis or trans [Pt(IV)AL((COC);~CRR;),L;}

wherein:

x=lor2;

y=lor2

2==0, 1 or 2, provided that when y=2, z=0, and
when y=1, z is greater than 0;

R and R; are selected from the group consisting of H,
lower alkyl, aryl, aralkyl, alkenyl, cycloalkyl, cy-
cloalkenyl, alkoxy, OH and combine with the car-
bon atom to form a cycloalkyl or cycloalkenyl
group;

when x=1, A is I-leN——CHR3——CHR4—NRsH and
when x==2, A is HoNRg¢or an amino acid; wherein
R, R3, R4 and Rs are the same or different and are
selected from the group consisting of H, CHj,
C;Hs, hydroxy and lower alkoxy, provided that -
R; and Rs may also be aryl or aralkyl and each R
is the same or different and is selected from the
group consisting of H, lower alkyl, aryl, aralkyl,
hydroxy lower alkyl, hydroxyl- and alkoxyl-
amines and alkoxyl alkyl amines;

when z=1, L is a bidentate anionic ligand, and

when z=2, L is a monodentate anionic ligand, said
compound being present in an amount sufficient to
.cause regression of said tumor.

4. A composition suitable for oral administration to
an animal affected with a malignant tumor sensitivetoa
planar dsp? platinum(T) coordination compound or an
octahedral d2sp3 platinum(IV) coordination compound
comprising a pharmaceutically acceptable carrier and a
platinum coordination compound of the formula:

PtIDA(OOCR—CRRY]
or

cis.of trans [PH{TV)A((00C);—CRR),L2

. wherein:

60

65

x=lor2

y=lor2;

z=0, 1 or 2, provided that when y=2, z=0, and
when y=1, z is greater than 0;

R and R, are selected from the group consisting of H,
lower alkyl, aryl, aralkyl, alkenyl, cycloalky], cy-
cloatkenyl, alkoxy, OH and combine with the car-
bon atom to form a cycloalkyl or cycloalkenyl
group;

when x=1, A is HR;)N—CHR3—~CHRs+—NRsH and
when x=2, A is H,NRgor an amino acid; wherein
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R, Rs, Ryand Rs are the same or different and are
selected from the gromp consisting of H, CHs,
C;Hs, hydroxy and lower alkoxy, provided that
Rzand Rsmay also be aryl or aralkyl and each Rs
is the same or different and is selected from the
group consisting of H, lower alkyl, aryl, aralkyl,
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12
hydroxy lower alkyl, hydroxyl- and alkoxyl-
amines and alkoxyl alkyl amines;
when z=1, L is a bidentate anionic ligand, and

" when z=2, L is a monodentate anionic ligand, said

compound being present in an amount sufficient to

cause regression of said tumor.
& * % ¥ %
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UNITED STATES PATENT AND TRADEMARK OFFICE
CERTIFICATE OF CORRECTION

PATENTNO. : 4,657,927
DATED :  April 14, 1987
INVENTOR(S) : Michael J. Cleare. et al.

It is certified that error appears in the above-identified patent and that said Letters Patent is hereby
corrected as-shown below:

On the title - page; bracket 62: "Division of Ser.
No. 902,706, May 4, 1978, abandoned." should read as
--Division of Ser. No. 902,706, May 4, 1978, abandoned

" which is a divisional of U.S.S.N. 778,955 filed March 18,

1977 now Patent No. 4,140,707 which is a Continuation of

" y.8.8.N. 260,989 filed June 8, 1972 now abandoned.--

Signed and Sealed this
Seventh Day of March, 1989

Attest:

DONALD J. QUIGG

Attesting Officer Commissioner of Patents and Trademarks
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| | ORIGINAL FILED
UNITED STATES DISTRICT COURT JUL? 9 o002

. FOR THE DISTRICT OF NEW JERSEY
. MLUAM T. WALSH CLERK

)
BRISTOL-MYERS SQUIBB COMPANY )
and RESEARCH CORPORATION )
- TECHNOLOGIES, INC., )
Pleintiffs, ) CIVIL ACTION No. 01-3751 (MLC)
)
v. )
)
PHARMACHEMIEBV., ). ENTERED
Defendant. Yy '
) JUL 2 9 2002
) WIRLLIAM T. WALSH, CLERK
- o LS\
MEMORANDUM OPINION AND ORDER | Borty G

This matfer comes before the Court pursuant to Defendant Pharmachemie B.V.'s
(*Pharmachemie”) motion for partisl summary judgment and Plaintiffs Bristol-Myers Squibb
.Company's ("BMS™) and Research Corporation Technologies, Inc.’s "RCT") cross-motion for
partial summary judgment on the applieability of 35 US.C. § 121.! The Court bas read and
considerad the memorande of law and supporting documents submitted by RCT and BMS apd
Pbemmachemie, and on March 4, 2002 the Court heard oral arpument on the above issues. Atthe

~ conclusion of the heasing, the Court ruled in favor of RCT and BMS. This memorandum
opinion scts forth the relevant facts and conclusions underlying the Cout's decision.

! Pharmachemie also moved for sunmary judgmesit on the relevant art and the levél of skill in
. theart. RCT anid BMS opposed Pharmachemie's motion for partial summary-judgment in this
regard; but did not cross-move for sumumary judgment thereon. The Cougt will defer resclution
of these issues until # Markman hearing is conducted in order to befter understand the nature of
the patent-in-suit, the relevant art and the level of siill in the art. Pharmachemle's motion for -
partial summiary judgment on issues of the relevant st is therefore denied without prejudice.
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BACKG

Plaintiffs RCT and BMS filed a complaint in this Cotrt on August 8, 2001 alleging
infringement by defendant Pharmachemie of 1J.5. Patent No. 4,657,927 ("tbe '927 patert™). RCT

is the assignee and BMS is the exclusive licensee of the '027 patent. The claims of the 077

patent are direcied to methods of treating tumors with certain platinum-coordination complexes
end pharmaceutical compositions containing such platipmm-coordinadon complexes. The '927
patent issued in 1987 and is schednled to expire in April 2004; it has not been the subject of any
prior litigation or patent challenges under the Hatch-Waxman Act. .

...Fharmachemie filed an Abbreviated New Drug Application (CANDA") with the U.S. ,
Food and Drg Administration ("FDA") seeking approval to markst a powder for injection drug
product® containing carboplatin, which is a platinum-coordination complex, before the '927
patent expires. The filing of that ANDA forms the basis for this lawsuit pussuant to 35 US.C. §
271(e)(2)A).

Among other defenses, Pharmachemie hes asserted that the '927 patent is ipvalid for
obviousness-type double patenting aver U.S. Patent No. 4,130,707 ("the '707 patent™). The ‘707
patent jssued on February 20, 1979 and expired on August 24, 1998. The '707 patent siems froin
the same original application, filed an June 8, 1972, that gave rise to the '927 patent.

, Pharmachemie moved for summary judgment that the bar to obviousness-type double
patemting contained-jn 35 US.C. § 121 does not apply in this case. In response, RCT and BMS
agued that 35 U.S.C. § 121 does apply and precludes Pharmachemie from using the '707 patent
as a réference against the ‘927 patent. Neither parly-otherwise moved o, and this Court has aot
considered and does not address, the merits of Pharmachemie's asserted obviousness-type double
patenting defense. Because this Court agrees with RCT and BMS that 35 US.C. § 121 bars
Pharmachemic from nsing the '707 patent as a 1eference against the ‘927 patent, Pharmachemie's
obviousness-type double patenting defense is precluded in this case, Pharmachemis's motion is
denied, and RCT's and BMS's motion is granted.® - ' _ .

? Pharmachemie subsequently filed 2 second ANDA. for an injectable form of carboplatin, and
RCT end BMS filed & separate action against Pharmashemic in this distriet (Casc No. 01-CV-
1270) with respect to that ANDA, That action has since been consolidated with this case, and
thds ruling is applicable to both actions. R

? The perties entered into a Joint Stipulation and Order, cffective as of Apsil 22,2002, that bas
eliminated certain claims and defenses from this litigation. Dus to the stipulations agreed to by
the parties and because Section 121 bars Pharmackemie's obviousncss-type double patenting

(defense, only the issue of infringement remains in this case. '
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PROSECUTION HISTORY

The facts genmane to the applicability of 35 U.S.C. § 121 are principally contained in the
prosecution, history of the "927 and '707 patents, and these facts are undisputed (though the
parties dispute the legal sigpificance of certain facts eontained in the prosecution history). A
thorough review of the prosecution listory is warram:d and: necessary (o determine 111:
applicability of35US.C. § 121 mthtsmse. .

The inventors of the '927 patent-in-suit filed an original patent application on June 8,
1972 (serial munber 260,989, “the original '939-application™), containing claims to novel
compounds, methods of treatment and pharmaceutical compositions. In its first Office Action,
the U.S. Patent and Trademark Office ("PTO") jssued a restrietion requirement between novel
compounds ca the one hand and methods of treatment and pharmaceutical compositions on the
other. ("Restriction is required ., . between the following inventions: 1. Claims 1-8 which are
drawn to compounds which is classified in Class 260. II. Claims 9-13 which are drawn to
composition and methods of treating cancer which is classified in Class 424." Jan. 11,1973
Office Action: Ex. A to Cavan Dect at 2),

.. The applicants atterpted unsuccessfully to traverse the original restriction-requirement
severel times (See, e.g:, Feb. 12,1973 Amendment, Ex. F to Cavan Decl; July 13, 1973
Amendment, Ex. H to Cavan Decl) in order 1o obtain all of their claims in a single patent. Aficr
the PTO made "Final” the restriction requirenient separating compouvnds from methods of
trestment and pharmaceutical compositions (April 18, 1973 Office Action; Bx. G to Cavan Decl.
at 2), the applicants continued to challénge the restriction requirement. (July 13, 1973

' Amendment, Ex. H to CavanDecl.). Because of the restriction requirement, the applicents
provisionally elected to pursue initially their compound claims. The applicents prosecuted their
compound claims with the PTO but did not jmmediately obtain alowance for any of their claims.

While an appeal of the rzjection of applicants’ compound claims was pending with the
Board of Patent Appeals, the applicants chose to file a continuation (sarial number 778,955, “the
'955 continuation™; EX. Q to Cavan Decl.). After filing the '3S5 continiation, the applicants
abandoned their original ‘389 application, thus mogting the pending appeal. Because the
applicants filed the '955 continuation beforc abandoning the ‘982 application, the 955 .

- confinuation had the same effect as though filed on the June 8,.1972 priority date of the original -

'989 appilcation and has the cffect in law of continuing the prosecution of that ongmal
application. See 35 U.S.C. § 120 end note 4, infra,

. On August 8, 1977, the PTO mailed its ﬁxst Office Action on t'he '9:5 comhnuat!.on
Among other things, this Office Action set forth a further restriction requirement, a four-way
restriction among groups of compounds. (Ex. R to Cavan Decl. at 2). Examiner Helen Sneed
wes the PTO Examiner of the ‘0S5 continuation. After recciving this Office Action, the
applicants submitted an amendment on September 7, 1977, in which they provisionally elected
compounds from two of the four groups. (Ex. S to Cavan Decl. at 3-4). After forther
prosecution, the applicants then received a notice of aﬂowa.nce of theu compound t:la:ms on
April 28, 1978 (E:L Vio CavanDecl)



Swr imcevvT U 0.u0 FAA 121C £18 4952 FITPATRICK H.Y. ‘ @oogs/o11

<.
o

Before the compound claims issued in the '707 patent, the applicants filed a divisional -
application to their non-elected claims, This divisional application, serial number 902,706 ("the
‘ "706 divisional"), was filed-on May 4, 1978, I the first Office Action in the ‘706 divisional,

3 . BExeminer Snced (who had extamined the '955 contipuation) stated that "[rlestriction has been
y required” betwesn platinom comnplexes and methods of use and phamaceutical compositions. -
{Aupust 17, 1978 Office Action; Bx. Z to Cavan Decl. at 2), The applicants again attempted-
unsneeessfully to traverse this restriction requirement in an Amendment, dated September S,
1978 (Ex. AA 1o Cavan Decl.), so as to obtain claims in catcgories thet were not yet allowed.

. After further prosecution, the applicants filed another divisional application, serial
pumber 497,806 ("th= '806 divisional"). The ‘806 divisional was filed on May 25, 1983 (Ex. BB
to Cavin Decl.), and & preliminary amendment was filed oz fune 21, 1983. (Bx. CC 1o Cavan :
Dedl). In a first Office Action dated Angnst 3,.1934, thé PTO repeated that "Restriction...js . '
required vnder Section 121" between 2 claim drawn to 2 plafinum complex and claims drawn to -
~methods of use and pharmaceuticil cempositions. (Ex. DD t6 Cavan Decl. at 2). After further
prosecution, the applicauts received a motce of allowance ip & June 21, 1985 Office Action for

method of treatment and pharmaceutical composition claims. (Ex. EE to Caven Decl). The '927
patent issued on Apri] 14, 1987. . ' _ _ .

STANDARD FOR SUMMARY JUDGMENT ,
Summary judgment is appropriate where there is an absence of a genuine issue of
-material fact and the moving party ig entitled to judgment as a matter of law, Fed R.Civ.P. 56(c):

- -

patent as a rofcrence against the '927 patent-in-guit. This decision isbased on acareﬁﬂ review of
the patent application history in light of the relevant case law. - . R

Section 121 states in pertineni parr:

X two or more indepentient and distinct inventions ars claimed in
one spplication, the (PTO} may require the application to be
restricted to one of the inventions. If the other invention is made
the subject of a divisional application which complics with the -
requirements of section 120 of this title it shall bé entifledto the
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benefit of the filing date of the original application. A patent _
issuing on an application with respect to which a requirement for
estriction vnder this section bas been made, oron an application
filed as a result of such a requirement, shall notbe used as a.
reference either in the Patent and Trademark Office or in the
‘courts against a divisional application or against the original
application or any patent jssued on cither of them, if the *
divisional application is filed before the issuance of the patent on
the other application. : . '

35US.C. §121.

Comgxess criacted Scotion 121 as a remedial statute in order to protect applicants and

' patentees from the unfair consequences of PTO restriction practice. See, e.g., generally, Applied

Materials v, Advenced Serziconductor Matertals Am., Inc., 98 F.3a 1563, 1568-69 (Fed. Cir.

1996). Pror to the enactment of Section 121, 2 petentee who had been subjected to a restriction
requirement could hive its latcr patent invalidated on the basis of the Srst issued patent cven
though the patentee had initially sought to prasscute all of its clatms together, See, eg., ‘
Remington Rand Bus, Serv. v. Acme Card Sys. Co., 71 F.2d 628 (4th Cir), cert. denied, 203 U.S.

| 622 (1934). .Section 121 was enacted to eliminats this unfaitness, and one of the primary

purposes of Section 121 is “to safepnard petent validity from the vagaries of the restriction
practice. ... Seclion 121 viewed overall, assures that the technicalities of restriction practics are
not elevated from their purpose of examination éonvenience 10 2 potential taint on the validity of
ensuing patents.” Applied Materials at 1568-69; see also S.Rep. No. £2-1979 (June 27, 1952),
reprinted in 1952 U.S.C.C.AN.2394, 2413. i - S .

In this casc, the first patent (the 707 patent) “issu[ed] on an application with respect to
which 2 requirement for restriction [was) made."™ From a review of the prosecntion history es a-
whole, it is evident that the original 1973 restriction requirement remained in effect and required
the applicants to pursue their method of treatment and pharmaceuticat composition claims in a
divisional application. This zestriction requirement was never cancelled, revoked or withdravwn.
Phamoachemie has tiot offered any persuasive authority in support of its contention that the 1973
restriction requirement was elther explicitly or implicitly withdrawn by the PTO's further

* This is true for st least the reason that the '955 continvation together with the originel '989
application constitute "one continuous application, within the meaning of the law." Godfrey v.
Eemes, 68 U.S. 317, 325-26 (1863); see alse Transco Prods. Inc. v. Performance Contracting.
Inz., 38 F.3d 551, 556-57 (Fed. Cir. 1954) (citing 10 Godfrey) ("Before section 120 was siacted,
the Supreme Court noted that a continuing application and the application on which it is based
are considered part of the same transaction constituting one confinuing epplication ... The
legislative history of scction 120 does'fiot indicate any congressional intent to alter the Supreme
Coutt’s interpretation of continming application practice.”), cert. denied, 513 U.S. 1 151-(1995).
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. restriction Tequirement in the '955 continuation, and Pharmachemie's arpument is belied By the

‘whole of the prosecution history. Examiner's Sneed's comments in the first Office Action on the
706 divisional carroborate that the resniction between compotmds and methods of treatment and
phammaceutical compositions remained in effect through the '955 cantisuetion. ("Resiriction . . .
has been tequired” between two claims drawn to compeunds and claims "drafted to
composition|s] and method(s]"; Bx. Z to Cavan Decl. at 2). On at lesst four ofher occasjons, the
PTO relterared that gpplicants’ compound claims needed to be separated from their method of |
treatment and pharmacentical composition claims.’ The Court concludes that the divisional
application pursuing method of treatment and pharmaceutical composition claims was filed as o
result of the restriction requirement and was not a "veluntary® act; over the years, the applicants

. maderepeated attempts to traverse the PTO's restriction requirement but were not permitted to

cambine compound claims with method of treatment and pharmaceutical composition claims,

Further, the '927 patent is fully consonant with the 1973 restriction requirement relied
upon by applicants, as the clauns of the *927 patent do not cross back aver the line of )
demarcation to claim subject matter cleitacd in the earliec-dssued 707 patent. The '707 patent
contained claims drawn exclusively to compounds, and the 927 patent-in-suit contains claims
drawn exclusively to methods of treatment and pharmaceutical compositions, Thus, the

‘consonamnce requirement as set forth in Gerber Garment Tech, nc. v. Lectra’$ys, Inc., 16 F.24

683 (Fed. Cir. 1990), is met hers.

Finally, the ceses upon which Pharmachemie has relied do not militate in favor of a
contrary decision by this Court. The Court of Custom and Patents Appeals' decisions in Jr re
Ziegler, 443 F.2d 1211 (C.C:P.A. 1971) (nvolving the official withdrawal of a restriction
requirement in a parent application), J re Wright, 393 F2d 1001 {C.C.P.A. 1968) (a0 PTO .
imposed restriction requirement) and fn re Schnelfer, 397 F.2d 350 (C.CP.A. 1968) (same), do
not change the Court's conclusion that Section 121 applies in this case. : -

Here, the PTO unequiivocally imposcd a restiiction requirement separating the applicants’
campousd clairos from their method of teatment and pharmaceutical composition claims, it
never rescinded that requirement, and two patents then jssved (one with claims drawn .~~~
exclusively (Q compounds and one with claims drawn exclusively to methods of teatment and

phermaccutical compositions). Section 121 applies in this case ta bar the use of the earlier-
issued *707 patent as a reference against the later-issued '927 pateot-in-suit. .

.

 See, e.g., January 11, 1973 Office Action (Ex. E to Cavan Decl.); April 18, 1973 Offics Avtion
(Ex. G to Cavan Decl); March 22, 1974 Office Action (Ex. I to Cavan Decl.); and August 3,
1984 Office Action (Ex. DD 10 Cavan Dect.). IR i
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Phermachemie bas requested certification so that it may appeal this decision on an
interlocutory basis. RCT and BMS do not join in Pharmachemic’s request, bul they have agreed
not to oppose this Court’s certification of an lnterlocutory appeel. Ihereby permit Pharmichemie
to appeal fhis ruling on'an interlocutory basis, finding that this case “involves a confrolling
question of law es to which there is substantial ground for difference of opinion and that an
immédiate appeal ffom an order may matesially advance the uliimate termination of the

. lifigation.” 28 U.S.C. § 1292(b). 1 hercby certify the following question for interlocutory review
by the United States Court of Appeals for the Federal Cirenit. ‘ '

CERTIFIED QUESTION

Where () the PTO found that two or more independent and distinct inventions were
claimed in one application (“original application”), ed the PTO requited the original application
" to be restrigted to one of the inventions (“first restriction requirement”); (if) the earlier-issued
patent issued from 2 confiveation of the original application; (i) before issuance of the earlier-
jssued patent, the other Invention was made the subject of a divisional application which
ultimately matured into the later-issued patent (“divisional application”); (iv) the first resiriction
fequirepsert ‘was never canceled, revoked, or withdrawn; end (v) & restriction requirement was
imposed by the PTO during prosecution of the divisional application (“later restriction
requircrnent’), . )

Did the District Court ecr in holding that 35 US.C. § 121 applies in this cdse to bar the
use of the earlier-issued “707 patent esa reference against the Jater-issued “927 patent-in-suit,
' based upon the following legal rulings: ' S :

© (1) The divisional application was filed “as 2 result of” the first restriction requirement,
within the meaning of Secdon 121; o

(2) The PTO did not explicitly or implicitly withdraw the first restriction requitement by
imposing the later restriction requirement, and therefore the first restriction reguirement
continued to apply to the divisional application for purposes of invoking Section 121; and

(3) The claims of the eacliec-issued patent and the claims of the laier-issued patent ere
fally consopant with the first restriction fequirement? = o

GOPER, USD.T
Sy ,z.{: 28O
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"_UNITED STATES DISTRICT COURT . =
FOR THE BISTRICT OF NEW JERSEY |

i v ——

BRISTOL-MYERS SQUIBB
COMPANY and -~ .
RESEARCH CORPORATION -
TE(I-WOIJOGIBS INC.,

e P %L?ﬁiﬂ%ﬁ’&?;;igﬁﬁ-gnen

v. - : consolidated herewi
me.c:-mm BV, - ' | . é% l
Defendant, i
' - - '*ﬂwm- “S“'EFE_%'%
R . N ; {
Men:fb‘ Dt} |
FINAL JUDGMENT .
WHEREAS, on July 29, 2002 this Court issued 2 Memorandurs Opinion and. |

granting summary judgment for plaintiff on the invalidity defense of obviousness-type doubl
patenting on the grounds that 35 US.C. § 121 bared use of U.S. Patent No. 4,140,707 (the 707

Srmmmn e ter o a -

patent”) a# a reference against U.S. Patent No. 4,657,927 (the 19927 patent”).
" WHEREAS, on QOctober 2, 2002 the United States Court of Agpeals for the Federt]

¢ W E——- — o

Cimuit denjed defendemt Pharmachemie B.V.'s (“P]mnnach:rme‘) peuuon to ﬁle aT

- interfocutory appeal from the Court’s smmmry Jjudgment ovder.
WHEREAS, the only issue remaining in this case is the dssue of infiingemént. © | |
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_ WHEREAS, Phammachemie, in order to eetslbhsh its right to gppeal the § 121 baxsu
has, with the written conssot of plaintiffs, filed an Amended Answer and Countorclaim a

that Pharmachernie’s ﬁlmg of the ANDAs refctemed in the consohdated complsmt isgnacto
lnﬁ-mgement ot‘ at least one claim of the *027 patent and withdrawing its affipmative defensc ofF

. nnp-mﬁ'mgement.

'WHERRAS, now that the Amcaded. Answer and Coutsterclaim has been filod, mo issues| l

:euﬁu to be tried. o ' ) L ‘ '

WHEREFORE, final judgment be and hereby is eatéred as follows: -

L Tudgment is in favor of plaintiffs Rescarch Corporation Technalogies, Inc. and| ;

| Bristol Myers Squibh Company on their Consolidaied Amended Complaint and agxmst

defendant Pharmachemie B.V. on its Counterclaims in that U.S. Patent No. 4657.927 is not

" invald (and, therefore, not unenforceabla 2 a.rcsnlt), Phannachemie 8 &hng of the Abbreviated '

New Drug Applications for r.arboplatm prodnets is an gt ofmﬁmgement of at Jeast onc clalm of

that patent pursuant to 35 U.S.C. § 271(e)(2), and that the marntfacture, use, sale, or offer for sale
' within the United States, or importation into the Usited Stotes, of the carboplatin prodacts |

o

refenred to in the Abbreviated New Drug Applications would infringe at least ane claim of that

patesnt.

2. Ris farther ordersd that tho effective dute of apinov_-a of Pharmachemie’s

Abbwmated New Drug Application Nos, 76—162 and 76-292 is detetmhed to be the date on

s pa

which any Foad and Drug Administration exn:lusmly that may be gmmd. to plamﬁffs pursusnt
to 21 U.8.C. Section 3552 expires, sald exclusivity coming into effect upon the_ expiration of the |
"927 patent, and, if no such exclusivity is gramted, 2 date oot estlier than the April 14, 2004

expintion of the "$27 patent.

A 1 Wy PPN i Mty E-‘_ o~  tee

(ol )

Y]
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3. Itis further ordered that, prior to the effective date of approval of Phannachemis"
Abbreviated New TNnig Application Nos. 76-162 snd 78-292, dcfmdant Pharmachemie §
cnjoined from oommm:lally manufacturing, using, selling or offcnng for sale within the Umted
States, or imporfing into the Uniled States, the carboplatin products tefened to In thosc
Abbreviated New Drug Applications other than for uscs reasonably related to |

the development and submission of informadon under a Fedcral w winch regulates the i
manufacture, use, or sale of dmgs as et forth ix 35 US.C. Section 271(e)(1)

Dated: Octaber, 23, 2002

. - E 3 B
- - - - - - - -
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Defendant-Appeliant.

DECIDED: March 17, 2004

Before NEWMAN, MICHEL, and BRYSON, Circuit Judges.

Opinion for the court filed by BRYSON, Circuit Judge. Dissenting opinion filed by
NEWMAN, Circuit Judge.

BRYSON, Circuit Judge.

The question in this patent case is whether the patent in suit}is invalid for double
patenting. The district court held on summary judgment that an earlier patent, which
stemmed from the same application as the patent in suit, could not be used as a
reference against the patent in suit for double patenting purposes. Bristol-Myers

Squibb_Co. v. Pharmachemie, B.V., No. 01-3751 (MLC) (D.N.J. July 29, 2002).




Because we disagree with a key conclusion on which the district court's summary
judgment was based, we vacate the district court’s judgment and remand the case to
the district court for further proceedings.

|
A

Research Corporation Technologies, Inc., is the owner of U.S. Patent No.
4,657,927 (“the '927 patent”), and Bristol-Myers Squibb Co. is the exclusive licensee
| under that patent. The patent claims (1) methods for treating malignant tumors with
certain platinljm coordination compounds and (2) compositions containing those
compounds in .amounts sufficient to cause regression pf those .tumors. AppeIIant_
I;harmachemie., BV lﬁléd an. Abbrévi;\ted" I;léw Drug Applf;:atign -(“ANDA") with the
Food and Drug Administration, seeking FDA approval to market a cancer-treating drug
covered by the '927 patent. Research Corporation Technologies, Inc., and Bristol-
Myers Squibb Co. (collectively “Bristol-Myers”) brought suit charging Pharmachemie
with patent infringement under 35 U.S.C. § 271(e)(2). As a defense, Pharmachemie
asserted that the '927 patent was invalid for obviousness-type double patenting over
U.S. Patent No. 4,140,707 (“the '707 patent”), which was issued in 1979 and expired in
1998.
B
The double patenting issue in this case turns on whether Bristol-Myers is entitled
to invoke section 121 of the Patent Act, 35 U.S.C. § 121, as a defense against the
claim of double patenting. That issue in turn depends on an interpretation of the

prosecution history of the '707 and '927 patents.



The '927 patent can be traced to an application filed with the Patent and
Trademark Office in 1972. That application, Serial No. 260,989 (“the '989 application™),
disclosed and claimed compounds corresponding generally to the compounds that were
ultimately claimed in the 707 patent. In addition, the '989 application claimed methods
of treatment and compositions corresponding to the claims that were ultimately included
in the '927 patent.

In the course of the prosecution of the '989 application, the examiners imposed
two restriction requirements. The first,v imposed in 1973, required that the applicants
elect either the compound claims, classified in art class 260, or the method of treatment
~and composition claims, classified in-art class 424. In addition, the 1973 restriction
requirement directed the applicants to elect “a single disclosed species for examination
on the merits.” As a result of the 1973 restriction requirement, the applicants elected
the comppund claims and withdrew the non-elected method of use and composition
claims from further consideration at that time. The examiner then rejected the elected
compound claims on the basis of lack of utility.

In 1974, a different examiner issued a second restriction requirement on the "989
application. That restriction requirement identified four different compound groups
within the compounds claimed in the application as constituting independent and
distinct inventions. The four groups were: (1) “Organometallic platinum compound[s]
classified in class 260, subclass 429"; (2) “Platinum compounds containing ‘heterocyclic
amines’ or []heterocyclic substituents’ classified in class 260, subclass 270R and many
various subclasses”; (3) “Compounds of the above type with 2-valent platinum' andno L

moiety”; and (4) “Compounds with 4-valent platinum containing various ‘anionic’



ligands.” In addition, the examiner expressly stated that the 1973 restriction
requirement segregating the compound claims from the method of use and composition
claims was maintained. The applicants did not file a divisional application in response
to either of the restriction requirements, but instead appealed the final rejection of the
claims to the PTO Board of Appeals.

In 1977, while that appeal was pending, the applica:nts filed a continuafion
application, Serial No. 778,955 (‘the '955 application”), and abandoned the '989
application. The '955 application presented all of the original claims of the 989

application for examination. A new examiner examined the '955 application “for

restriction only” and imposed a new restriction requirément. The 1977 restriction -

requirement differed from the 1973 and 1974 requirements that had been imposed in
connection with the '989 application. The 1977 restriction requirement mandated that
the claims be separated into four groups, but unlike the 1973 restriction requirement, it
did not segregate the compound claims from t;'le method of use and composition
claims. Instead, the first two of the four groups set forth in the restriction requirement
referred to art groups that included methods of use and compositions as well as
compounds. The first group consisted of “[olrganometallic platinum compound[s]
classified in class 260, subclass 429 [compounds] and class 424, subclass 287
[methods of use and compositions].” The second group consisted of “[pjlatinum
compounds containing ‘heterocyclic amines’ or [Theterocyclic substituents’ classified in
Class 260, subclasses 270R and many va[ious subclasses [compounds], and Class
424 subclass 245 [compositions and methods of use].” The third group set forth in the

1977 restriction requiremént consisted of “[cJompounds of the above type with 2-valent



platinum and no L moiety.” The fourth group consisted of “[c]ompounds with 4-valent
platinum containing various ‘anionic’ ligands.” -

The applicants responded to the 1977 restriction requirement by electing four
claims, which corresponded to the claims that were ultimately included in the 707
patent that issued two years later. Before that patent issued, however, the applicants
filed a divisional application, Serial No. 902,706 (‘the '706 divisional application”). After
a preliminary amendment, the '706 di\)isional application included 16 claims,
denominated claims 5-20. Claims 5-13 were cancelled shortly thereafter. The
remaining claims, in slightly rewritten form, claimed the non-elected compound groups
~ and the methods of use and compositions originally claimed in both the '989 and the
‘955 applications. Following the filing of the '706 divisional applicatfon, the '707 patent
issued, containing the four compound claims that had been electéd from the '955
application.

The examiner issued a restriction requirement with respect to the '706 divisional
application. ~ The office action began with the statement “Restriction has been
required . . . between the following inventions,” after which the examiner divided the
claims into three groups: claim 14, “which is drawn to Platinum (Il) complexes classified
in Class 260, subclass 270R"; clainﬁ 15, “which is directed to. platinum (V) complexes
classified in Class 260, subclass 429R"; and claims 16-20, “which are drafted to
composition and method {sic] classified in Class 424, subclass 245, 287." In the same
office action, the examiner then set forth a second, four-way restriction requirement,
which replicated the four-way restriction requirement that had earlier been imposed on

the claims of the '955 application. The applicants responded to that office action by



asserting that the two restriction requirements seemed to be “somewhat in conflict” in
that “any invention elected in accordance with the requirements [of the firsf] would
necessarily involve election of one or more of the groups set forth [in the second].” In
an effort to comply with the requirements, however, the applicants elected claim 14 of
the '706 divisional application.

In 1983, after further unsuccessful appellate proceedings, the applicants filed
another divisional application, which again consisted of the original 1972 application. In
preliminary amendments, the applicants canceled the 13 originai claims and added, as
claims 14-19, the claims that had been claims 15-20 of the '706 divisional application.
Another examiner was assigned to the application and another restriction-requirement
was issued. This time, the examiner divided the claims into two groups, one consisting
of claim 14, “drawn to platinum 1V complexes, classified in Class 260, subclass 239E,”
and the other consisting of claims 15-19, “drawn to methods of use and compositions,
classified in Class 424, subclass 245.” In 1987, that application matured into the "927
patent. The four claims of the '927 patent corresponded generally to four of the method
of use and composition claims of the 1983 divisional application.

C

The district court noted that the question whether section 121 of the Patent Act is
available to Bristol-Myers depends on whether the applicants were required by a
restriction requirement to prosecute the claims that ultimately became part of the '927
patent separately from the claims that became part of the '707 patent. The court
concluded that the statutory requirement was satisfied because ‘it is evident that the

original 1973 restriction requirement remained in effect and required the applicants to



pursue their method of freatment and pharmaceutical composition claims in a divisional
application. This restriction requirement was never cancelled, fevoked, or withdrawn.”
Accordingly, the court concluded,

the divisional application pursuing method of treatment and
pharmaceutical composition claims was filed as a result of the restriction

“requirement and was not a “voluntary” act; over the years, the applicants
made repeated attempts to traverse the PTO’s restriction requirement but
were not permitted to combine compound claims with method of treatment
and composition claims. :

Because the court concluded that section 121 barred the assertion of double
patenting as a basis for Pharmachemie to assert the invalidity of the '927 patent, and
because Pharmachemie abandoned any ather-défense against Bristol-Myers’ claim of
infringement, the court entered final judgment of infringement. Pharmachemie
appealed.

I

Section 121 of the Patent Act provides, in pertinent part, as follows:

If two or more independent and distinct inventions are claimed in
one application, the Director may require the application to be restricted to
one of the inventions. If the other invention is made the subject of a
divisional application which complies with the requirements of section 120
[of the Patent Act] it shall be entitled to the benefit of the filing date of the
original application. A patent issuing on an application with respect to
which a requirement for restriction under this section has been made, or
an application filed as a result of such a requirement, shall not be used as
a reference either in the Patent and Trademark Office or in the courts
against a divisional application or against the original application or any
patent issued on either of them, if the divisional application is filed before
the issuance of the patent on the other application.

35 U.S.C. § 121.



As section 121 has been interpreted by this court, Bristol-Myers is entitled to
invoke the statutory prohibition against the use of the '707 patent “as a reference”
against the divisional application that resulted in the ‘927 patent only if the divisional

application was filed as a result of a restriction requirement and is consonant with that

restriction requirement. See Geneva Pharms., Inc. v. Glaxosmithkline PLC, 349 F.3d

1373, 1378, 1381 (Fed. Cir. 2003); Gerber Garment Tech., Inc. v. Lectra Sys., Inc., 916

. F.2d 683, 687 (Fed. Cir. 1990). The district court held that the divisional application
that led to the '927 patent was filed as a result of, and was consistent with, the
restriction requirement issued in 1973. According to the court, that 1973 restriction
- requirement resulted in the 1978 divisional application that-ultimétély resulted in the "
'927 patent, because the 1973 restriction requirement “remained in effect and required
the applicants to pursue their method of treatment and pharmaceutical composition
claims in a divisiohal application.” Although the 1973 restriction requirement was
issued against the '989 application, and not against the '955 application, from which the
1978 divisional was filed, the court ruled that the 1973 restriction requirement applied to
the later épplication becausé it “was never cancelled, revoked, or withdrawn.”

Our review of the district court's' summary judgment order in this factually
complex case presents a relatively straightforward question: whethef the district court
was correct to conclude, as a matter of law, that the 1973 restriction requirement was
applicable to the 1977 application and therefore resulted in the 1978 divisional

a‘pplication.1 The district court held that it was and that the patent therefore cannot be

' The dissent appears to take the position that by issuing the '927 patent the PTO
in effect found that the applicant complied with all applicable restriction requirements,
and that we should not disturb that determination. In fact, however, the question



cted as a reference against the '927 patent for double patenting purposes.
Pharmachemie, on the other hand, argues that the 1973 restriction requirement was not
in effect at the time of the filing of the divisional application that matured into the '927
patent, and that the '927 patent therefore cannot be said to have been filed as a result
of that restriction requirement.

We agree with Pharmachemie. The '955 continuation application, which was
filed in 1977, began a new proceeding in which all of the original claims of the '989
application were once again presented for examination.> In 1977, when the examiner
for the '955 application issued the restriction requirement for that application, she did
not reinstate .or even advert to the -1973 restriction requirement. In fact, the 1977

restriction requirement that she issued at the outset of the prosecution of the '955

whether the requirements of section 121 have been satisfied is a question of law that
we have addressed de novo after reviewing the relevant materials. See Geneva, 349
F.3d at 1377; In_re Berg, 140 F.3d 1428, 1432 (Fed. Cir. 1988). The approach
suggested by the dissent would be inconsistent with the approach we have employed in
similar cases in the past. In Geneva, and Gerber, for example, we held that applicants
had failed to satisfy the requirements of section 121 based on our analysis of the
prosecution history. Even in cases in which we have held that the requirements of
section 121 were satisfied, we did so not as a result of deference to the PTO but as a
result of our own analysis of the prosecution history. See Symbol Techs., Inc. v.
Opticon, Inc., 935 F.2d 1569 (Fed. Cir. 1991); Tex. Instruments Inc. v. U.S. Int| Trade
Comm’n, 988 F.2d 1165 (Fed. Cir. 1993).

2

Bristol-Myers has not cited any statutory or regulatory basis for concluding that
the 1973 restriction requirement was automatically applicable to the ‘955 continuation.
Bristol-Myers cites several cases and a provision (section 201.07) of the 1972 version
of the Manual of Patent Examining Procedure (“MPEP”) for the proposition that a
continuation application and its parent are “one continuous application, within the
meaning of the law.” Godfrey v. Eames, 68 U.S. 317, 326 (1864); accord Transco
Prods. Inc. v. Performance Contracting, Inc., 38 F.3d 551, 556-57 (Fed. Cir. 1994).
Those authorities, however, do not support the proposition for which Bristol-Myers cites
them. The cases deal only with the issue of priority, and not with PTO procedure for
examining a continuation application in light of its parent. Likewise, the cited MPEP




. application was different from, and inconsistent with, the 1973 restriction réqui_rement.
The 1977 restriction requirement, unlike the 1973 restriction requirement, grouped
compounds together with methods of use and compositions in at least two of the four
invention groups, while the 1973 restriction requirement directed that compounds be
segregated from methods of use and compositions. Moreover, the examiner examined
the method of use and composition claims “for subject matter of [the elected groups]
readable on the elected species” as reflected in the subsequent office action. This
suggests that the applicant could have complied with the 1977 restriction requirement in
a way that would have been contrary to the categories set forth in the 1973 restriction
requirement.. By imposition of a new and different restriction requirement and failing to -
make any reference to the restriction requirements imposed in connection with the
parent application, the examiner made clear that the previous restriction requirements
did not carry over to the ‘955 application.

Bristol-Myers argues that the examiner in "effect adopted the 1973 restriction
requirement in the course of the prosecution of the '955 application. Bristol-Myers
suggests that the four-way restriction requirement of 1977 incorporated the two-way
restriction requirement of 1973 and thus resulted in a six- or eight-way restriction
requirement, part explicit and part implicit. There is no indication in the record,
however, that the PTO intended one of the two restriction requirements imposed on the
'989 application to carry forward to the ‘955 application, but not the other. Mofeover,
the record does not indicate that the applicant proceeded under the assumption that the

1973 restriction requirement continued in effect. During prosecution of the '706

section does not address PTO procedure for examining a continuation, but merely sets



divisional application, when a restriction requirement similar to the 1973 requirement
appeared in conjunction with a restriction requirement similér to the 1977 restriction
requirement, the applicant noted that the two requirements were “somewhat in conflict”
and that “any invention elected in accordance with the requirements [of the first] would
necessarily involve election of one or more of the groupé set forth [in the second].”
There was, to say the least, some confusion at various points as to how the
various claims should be sorted out for purposes of restriction. But even though at
some points restriction requirements were imposed that were similar to, or even
identical to, earlier restriction requirements, each requirement was nevertheless
" separately imposed with respect to each separate application. The record thus does
not support the inference that any of the various restriction requirements automatically
carried forward, in part or in whole, from one application to the next.> For that reason,
we cannot sustain the district court's summary judgment order, which was based on the
court’s conclusion that the 1973 restriction requirement continued in effect with respect
to the continuation application that was filed in 1977. " Accordingly, we reverse the

district court’s judgment and remand for further proceedings.

forth the requirements of a continuation application.

Pointing to the examiner’s statement, in an office action on the '706 divisional
application, that restriction “has been required” between three categories of inventions,
Bristol-Myers argues that the statement indicates the examiner considered that at least
some of the restriction requirements from previous applications continued to apply to
the later applications. We do not agree with Bristol-Myers’ conclusion in that regard.
The examiner’s isolated use of the present perfect tense in the 1978 office action is not
a sufficient basis from which to infer that the examiner understood, or intended to
convey, that a restriction requirement imposed five years earlier, in connection with a
grandparent application, continued to be in effect for all applications related to the
original '989 application because it was never formally withdrawn.



In light of the complexity of the factual record in this case, we go no further than
to address the ground on which the district court ruled. Whether further analysis of the
sequence of apblications, restriction requirements, and responses by the applicants
may reveal other grounds for concluding that the protection of section 121 should be
extended to some or all of the claims of the '927 patent is a matter for the district court
to address in the first instance.

VACATED and REMANDED.
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NEWMAN, Circuit Jﬁdqe. dissenting.

My cdlleagues have peered deep into the recesses of patent examination,
plucked out a routine and unreviewable administrative procedure -- the "restriction
requirement" for facilitating examination of .complex cases -- and created a new
standard of administrative review and a new ground of patent invalidity. | must,
respectfully, dissent.

Whether or not the patent applicant here in suit was given proper or consistent
restriction requirements by the various examiners, the issuance of these actions v;las

entirely discretionary with the Commissioner. When the examiners accepted the

03-1077 2



applicant's elections and the divisional applications filed in compliance therewith, these
actions are not rulings of law; they are discretionary actions reviewable, if at all, under
the strictures of the Administrative Procedure Act. It is not disputed that the applicant
made the required election for each restriction requirement, and that the divisional and
continuing applications at issue were accepted by the examiner as properly filed. The
district court reviewed these procedures and found that 35 U.S.C. §121 protected the
patentee from citation of the earlier patent against the later one:

35 U.S.C. §121. ... A patent issuing on an application with
respect to which a requirement for restriction under this section has been
made, or on an application filed as a result of such a requirement, shall
not be used as a reference either in the Patent and Trademark Office or in
the courts against a .divisional application or against "the original
application or any patent issued on either of them . . . .

Thus the district court held that under 35 U.S.C. §121 the patent at iésue was not an
available reference.

If my colleagues on this panel now intend to require that the minutiae of the
various discretionary restriction requirements and the acceptance by the examiners of
the applicant's compliances with those requirements are subject to appellate review, the
standard of review is that of the Administrative Procedure Act, not the de novo

untangling of internal procedures for which my colleagues remand to the district court.

See Dickinson v. Zurko, 527 U.S. 150 (1999).]

! The majority opinion, in its footnote 1, misperceives my concern. The

issue is not the standard of review of the agency's findings of substantive fact in
determining patentability. In holding that "the PTO is an ‘agency' subject to the APA's
constraints," Zurko, 527 U.S. at 1819, the Court required that matters of agency
procedure (such as whether a restriction requirement must be repeated) are delegated
to the agency. The APA assigns such procedures, which have no substantive impact,
to internal agency management; the panel majority distorts the administrative process

03-1077 3



Restriction Requirements are not Appealable within the PTO
The PTO has myriad procedures to guide and facilitate the conduct of patent
examination. Rules of operation are essential to the effective performance of a
complex agency with many employées and an enormous volume of work.> The PTO's
patent examination procedures fill a three-inch thick Manual of fine print. In addition,
PTO regulations fill Volume 37 of the Code of Federal Regulations. Over 3500
scientists and engineers apply these procedures to the most advanced science and
technology of the age. |
. Early in the evolution of patent examination the Patent Office adopted the
discretionary "restriction" practice, to-simplify the search-and examination of cdmplex
inventions. In electing to require "restriction" the patent examiner requires the applicant
to select a specified aspect of the claimed subject matter, the examiner having first
divided the subject matter into groups of claims based on classification for search
purposes. The applicant then selects the aspeét to be examined, and usually also
"traverses" the requirement, a formality grounded in administrative protocols.
Examination then proceeds as to the selected subject matter. The non-selected
aspects are then removed from consideration in that case; they may be rejoined or they
may be moved into one or more divisional applications for examination. Lest the first

patent be citable as prior art against a divisional application -- an illogical event that

in holding that the agency's examining practices in complex cases receive plenary
_ judicial review and management. '

2 In 2002 the PTO received 333,688 new patent applications and granted

162,221 patents. See 2002 United States Patent & Trademark Office Performance &
Accountability Rep. at 15. The average pendency was twenty-four months, id., and
hundreds of thousands of applications are under examination at any given time.
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apparently had occurred -- the 1952 Patent Act precluded this event by enacting §121.

Thus the patentee was shielded from this unintended substantive consequence of an

examination procedural convenience. In Applied Materials, Inc. v. Advanced

Semiconductor Materials America, Inc., 98 F.3d 1563 (Fed. Cir. 1996) this court

explained:

The purpose of §121 is to accommodate administrative
convenience and to protect the patentee from technical flaws based on
this unappealable examination practice . . .. Section 121, viewed overall,
assures that the technicalities of restriction practice are not elevated from
their purpose of examination convenience to a potential taint on the
validity of the ensuing patents. '

Id. at 1568.

| in tﬁé .present éése,- four differént ex.ami.ners. imposed somewhat variant.
restriction requirements, reflecting their divergent views of how the subject matter
should be divided for search and examinatibn. Some examiners grouped all of the
-platinum compounds together and all of the cancer-treatment uses together; another
put the compositions with the compounds, another with the uses; another separated the
different kinds of platinum compounds; another included the corresponding composition
and use claims with each type of platinum compound. Some required an election of
species; some did not.

To each examiner's restriction requirement, the applicant made the requisite
election from among the examiner's categories, while duly "traversing” the requirement.
None of the examiners objected to the applicant's compliance with any of the restriction
requirements. None rejected a later filed application on an earlier one. None of these
actions is appealable to the Board of Appeals or the courts. The Court of Customs and

Patent Appeals explained that a restriction decision is not an actual rejection on
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grounds of patentability, but simply a procedural requirement. The court explained in |n

re Hengehold, 440 F.2d 1395, 1399 (CCPA 1971):

On considering §§121, 132 and 134 and the intent unmistakably evinced
by the clear language therein, it is evident to us that Congress . . . decided
not to regard the procedure involved in matters of "division" or “restriction"
as a "rejection.” Instead, section 121 denominates restriction procedure
as a "requirement." . . . [t is apparent, then, that Congress intended to
differentiate between whatever requirements and objections an examiner
might make on the one hand, and matters involving actual rejections of
claims on the other, at least insofar as its provision of statutory rights of
appeal to the board accruing from such actions in and of themselves.

440 F.2d at 1402-03 (citations omitted). Restriction requirements are like other PTO
"requirements" that are "matters of a discretionary, 'procedural or nonsubstantive

" nature." Id. at 1403. See also In re Harnisch, 631 F.2d 716 (CCPA 1980):

In the PTO, patent applications are examined for compliance with the
statutory provisions of Title 35, United States Code, as set forth in
sections 100, 101, 102, 103, and 112. These are considered to be
examinations "on the merits." There are also procedural questions arising
under section 121 and related PTO rules concerned with "restriction
practice."

d. at 721.
The only remedy available to an applicant who is dissatisfied with the restriction
requirement is a petition to the Director for review:
37 C.F.R. §1.144. Aifter a final requirement for restriction, the applicant,
in addition to making any reply due on the remainder of the action, may
petition the Director to review the requirement. Petition may be deferred
until after final action on or allowance of claims to the invention elected,
but must be filed not later than appeal. A petition will not be considered if
reconsideration of the requirement was not requested (see §1.181).

Such a procedure implements standard administrative practice relative to agency

actions. See generally Martin v. Occupational Safety & Health Review Comm'n, 499

U.S. 144, 151 (1991) ("Because applying an agency's regulation to complex or
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changing circumstances, calls upon the agency's unique expertise and policymaking
prerogatives, we presume that the power authoritatively to interpret its own regulations
is a component of the agency's delegated lawmaking powers.").

indeed, should there be any imperfections in the agency's interpretations or
applications of the regulations with respect to the examiner's theory of restriction or

compliance by the applicant, they are not grounds of invalidity. See Magnivision, Inc. v.

- Bonneau Co., 115 F.3d 956 (Fed. Cir. 1997):

Procedural lapses during examination, should they occur, do not provide
grounds of invalidity. Absent proof of inequitable conduct, the examiner's
or the applicant's absolute compliance with the internal rules of patent
examination becomes |rrelevant after the patent has lssued
Id at 960 Such internal agency procedures are not jUdICIa"y reviewable. See Hya att v
Boone, 146 F.3d 1348 (Fed. Cir. 1998):

Regularity of routine administrative procedures is presumed, and
departure therefrom, should such have occurred, is not grounds of
collateral attack. Courts should not readily intervene in the day-to-day
operations of an administrative agency, especially when the agency
practice is in straightforward implementation of the statute.

Id. at 1355-56.
The presumption of validity would collapse if the PTO's administration of the
restriction protocols could be turned into satellite litigation of patent-destroying

consequence. In American Hoist & Derrick Co. v. Sowa & Sons, Inc., 725 F.2d 1350

(Fed. Cir. 1984 ) the court referred to

the deference that is due to a qualified government agency presumed to
have properly done its job, which includes one or more [patent] examiners
who are assumed to have some expertise in interpreting the references
and to be familiar from their work with the level of skill in the art and
whose duty it is to issue only valid patents.

Id. at 1359.
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Restriction is a Discretionary Requirement
No statute defines the parameters of the examiner's discretion beyond the
authorization of 35 U.S.C. §121, for the subject and scope of this discretion is unrelated
to patentability. In In re Hengehold the court explained:
There are a host of various kinds of decisions an examiner makes in the
examination proceeding -- mostly matters of a discretionary, procedural or
nonsubstantive nature -- which have not been and are not now appealable
to the board or to this court . . . . [A] requirement for restriction under
§121 is now one of those discretionary matters no longer tantamount to a
rejection of the claims, . . .
440 F.2d at 1339.

The entrusting of discretionary agency procedures to agency management is a

classical administrative practice, requiring judicial restraint. See Vermont Yankee

Nuclear Power Corp. v. Natural Res. Def. Council, Inc., 435 U.S. 519 (1978):

[Tlhis Court has for more than four decades emphasized that the
formulation of procedures was basically to be left within the discretion of
the agencies to which Congress had confided the responsibility for
substantive judgments.

Id. at 524. In Citizens to Preserve Overton Park, Inc. v. Volpe, 401 U.S. 402, 410

(1971)'the Court, interpreting the Administrative Procedure Act, stated that internal
agency actions are not reviewable if either (1) Congress expressed an intent to prohibit
judicial review, or (2) the decision is "committed to agency discretion.”
Undoubtedly - the procedures surrounding restriction requirements can be
complex. An entire Chapter of the Manual of Patenting Examining Procedure is

devoted to it> By statute it is discretionary, for its purpose is administrative

3 A commentator experienced in the field states: "Many patent examiners

and patent practitioners are confused by restriction practice and unity of invention
practice in the [USPTO]." Jon W. Henry, Some Comments on "Independent and
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convenience, not pitfalls in substantive validity. The fact that four examiners made
somewhat inconsistent requirements for restriction does not change the controlling
weight of the examiners' steady determination of the applicant's compliance with their
requirements. A discretionary action having no substantive consequence and that is

unreviewable is not a ground of patent invalidity, and is not subject to collateral attack.*

Remand is Inappropriate

The panel majority orders the district court to repeat its review of the restriction
process, to search for flaws in the procedure, for my colleagues find it too complex for
their appellate decrpherment A complex agency record is not sound reason to dlscard N
| the required agency deference or to ask the dlstnct court to repeat what the court has
already done and ruled upon. Whatever the continuing force of the pre-Zurko
"consonance" cases, on which the majority relies, in this case the patents at issue were
the product of restriction requirements in which the examiners accepted the applicant's

elections and the ensuing divisional applications. The courts lack authority to invalidate

Distinct" _Inventions of 35 U.S.C. '121 and Unity of Invention (pt. 1) 84 J. Pat. &
Trademark Off. Soc'y 745, 748 (2002).

4

The majority states by footnote that precedent requires de novo review of
not only the lineage of continuating and divisional applications, but also of the
correctness of the examiner's issuance of restriction requirements and the examiner's
acceptance of the applicant's response to restriction requirements. That is an inapt
enlargement of precedent, indeed the case on which the majority relies, Geneva
Pharmaceuticals, Inc. v. GlaxoSmithKline, PLC, 349 F.3d 1373 (Fed. Cir. 2003), states
that "requirements for restriction under 35 U.S.C. 121 are discretionary with the
Commissioner." Id. at 1378 quoting MPEP '803.01. The Manual of Patent Examining
Procedure abjures the examiners to exercise care in making restriction requirements,
id., but neither the MPEP nor any judicial decision removes the discretion of the
Director, formerly termed the Commissioner, nor carves out an exception for restriction
requirements into APA review of discretionary actions.
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the patent on the basis of an asserted flaw in a discretionary procedure, here proposed
after sixteen years. That these restriction requirements were varied and somewhat
inconsistent cannot now penalize the patentee, who complied with them and whose

compliance was accepted by all of the examiners involved in the examination. See

Northern Telecom, Inc. v. Datapoint Corp., 908 F.2d 931, 938 (Fed. Cir. 1990) ("[Alny
doubt as to whether the examiner lapsed in his duty [under §121] does not incréase the
burden on the applicant.")

The sequence of restriction requirements was presented to the district court, who
decided the question. It cannot be correct that when the examiner found no flaw in this
. non-substantive non-appealable procedure, the courts can later coriduct a de novo

search for some tenuous lapse, and invalidate any patent for which we disagree with

the agency's discretionary decision. In Securities & Exchange Commission v. Chenery
Corp., 318 U.S. 80 (1943), the Court discussed such discretionary administrative
authority:

If the action rests upon an administrative determination -- an exercise of
judgment in an area which Congress has entrusted to the agency -- of
course it must not be set aside because the reviewing court might have
made a different determination were it empowered to do so. But if the
action is based upon a determination of law as to which the reviewing
authority of the courts does come into play, an order may not stand if the
agency has misconceived the law.

Id. at 94.
Compliance with a restriction requirement is an "exercise of judgment,” id., and is

entrusted to the Director. Each examiner in the case before us determined that the

applicant had complied with the requirement that was imposed. The question of
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restriction, its correctness and its compliance, cannot now be collaterally attacked as

grounds of patent invalidity. The district court's decision should be affirmed.
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Dear Mr. Horably:

Because there is a pending Motion For Rehearing En Banc in the above
appeal, I am writing on behalf of all parties to inform the Court that the parties have an
" agreement in principle for resolving the litigation. The parties will submit a Stipulation
dismissing the case early next week for the Court’s approval.
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